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DETAILED ACTION 
Claims 1 1-26 are presented for examination. 

Applicant's Amendment filed June 25, 2007 has been received and entered into the present 
application. 

Claims 1 1-26 are pending. Claims 11-14, 1 7 and 26 are under examination and claims 15- 16 and 
18-25 remain withdrawn from consideration pursuant to 37 C.F.R. 1.142(b). Claims 11.13 and 17 are 
amended. 

Applicant's arguments, filed June 25, 2007, have been fully considered. Rejections not reiterated 

i 

from previous Office Actions are hereby withdrawn. The following rejections and objections are either 
reiterated or newly applied. They constitute the complete set of rejections and objections presently being 
applied to the present application. 

Applicant's Request for Rejoinder of Present Claims 1 7 and 26 
Applicant requests rejoinder of claims 17 and .26 as noted at page 8 of the remarks filed June 25, 
2007. In view of the fact that search and examination of the instant claims has been extended beyond the 
elected species of (2S,4S)-4-(3-fluorobenzyl)-pyrrolidone-2-carboxylic acid as noted at page 2 of the 
previous Office Action dated February 26, 2007 to include compounds of generic formula (la), claims 17 
and 26, each directed to the species of (2S, 4S)-4-(3-chlorophenoxy)-pyrrolidine-2-carboxylic acid, read 
on this set of species now under examination. 

Objections to the Claims (New Grounds of Objection) 
Claim 13 is objected to as being dependent upon a rejected base claim, but would be allowable if 
rewritten in independent form including all of the limitations of the base claim and any intervening 
claims. 
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Claim 26 is objected to under 37 CFR 1 .75 as being a substantial duplicate of claim 1 7, since they 
both encompass identical embodiments of the claimed invention. When two claims in an application are 
duplicates or else are so close in content that they both cover the same thing, despite a slight difference in 
wording, it is proper after allowing one claim to object to the other as being a substantial duplicate of the 
allowed claim. Please reference MPEP § 706.03(k). 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in. a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United Stales, 

Claims 14, 17 and 26 are rejected under 35 U.S.C. 102(b) as being anticipated by Kyle et al. (U.S. 
Patent No. 5,385, 889; 1995), already of record, for the reasons of record set forth at page 6 of the previous 
Office Action dated February 26, 2007, of which said reasons are herein incorporated by reference, in 
light of newly cited IUPAC Compendium of Chemical Terminology ("Cis-Trans Isomers 5 *, 1997), cited to 
show a fact. 

Present claims 17 and 26 are properly included in the present rejection because Kyle et al. teaches 
the preparation of an intermediate chemical entity and its use to prepare a bradykinin antagonist peptide. 



which has the following chemical formula (col. 6, 1.34-44 and col. 20, 1.35-61): , wherein 

R is an aryl group, a substituted aryl group or an araalkyl group, X is oxygen (col. 20, 1.49-52) and R2 and 
R3 are each hydrogen (col. 20, 1.56-69). Kyle et al. defines ''aryl 5 ' groups as benzene, phenyl or naphthyl 
and "substituted aryl" groups as a substituted aromatic ring with nitro substitution or halogen substitution 
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(col. 20, l;66-col.21, 1.2). In view of such a teaching, Kyle et al. clearly provides for compounds wherein 
the substituted aryl group is a phenyl group substituted, at any available position, with a halogen. The 
very teaching of a "halogen" would have placed the use of any known halogen (including chlorine as 
presently claimed) well within the possession of the public due to the extremely limited size of the genus 
(i.e., a genus of only four members: fluorine, chlorine, bromine, iodine). 

Response to Applicant 's Arguments 

Applicant traverses the instant rejection, stating that the compounds presently claimed are cis-L- 
proline derivatives and the compounds of the cited '889 patent to Kyle et al. are proline derivatives with a 
D-configuration, not an L-configuration as presently claimed. Applicant alleges that, in view of this fact, 
Kyle et al. fails to anticipate each and every element of the claimed compounds. 

Applicant's traversal has been fully and carefully considered in its entirety, but fails to be 
persuasive. 

First, Applicant's attention is directed to column 20, lines 39-40, of Kyle et al. which expressly 
teaches that the intermediate compound is in the D-configuration, either the cis- or trans- structure, 

wherein the trans- structure has the formula * (i.e., the -XR moiety and the -COOH 

moiety are found in different planes as evidenced by the wedge bond connecting the -XR moiety to the 
pyrrolidine ring and the hashed bond connecting the -COOH moiety to the pyrrolidine ring). 

Though Kyle et al. does not provide a structural depiction of the c/.v-structure. one of skill in the 
art at the time of the invention would have recognized that such a structure would have been identical to 
that provided supra, but for the fact that the carboxylic acid moiety at the 2-position of the pyrrolidine 
ring would have been found in the same plane as the -XR moiety at the 4-position of the pyrrolidine ring 
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(i.e., both the -XR moiety and the -COOH moiety would be connected to the pyrrolidine ring via a 
wedge bond). Such a conclusion is supported by the IUPAC Compendium of Chemical Terminology, 
which teaches that, for c/s-isomers, the atoms are on the same side (i.e., in the same plane of reference) 
whereas frmv-isomers have the atoms on opposite sides (i.e., not in the same plane of reference). 

Accordingly, Kyle et al. does, in fact, clearly provide for compounds with a stereochemical 
configuration identical to that presently claimed by its very teaching of the c/.v-configuration of the 
intermediate compound. Despite the fact that the reference does not provide a structural depiction of the 
cw-isomer, one of ordinary skill in the art would have readily recognized that the c/.v-isomer would have 
the same atom connectivity as the trans- isomer, but for the tact that the -XR moiety and the -COOH 
moiety would be oriented in the same direction (i.e., in the same reference plane), as opposed to the trans- 
isomer, where the -XR moiety and the -COOH moiety would be oriented in opposing directions (i.e.. in 
different reference planes). 

Though Applicant alleges that the compounds of Kyle et al. and those of the present claims 
further differ on the grounds that the presently claimed compounds are in an L-proline configuration and 
the compounds of Kyle et al. are in a D-proline configuration, it is noted that neither Applicant's claims, 
nor the instant specification, specify that the compounds are L-proline derivatives and not D-proline 
derivatives. In other words, Applicant's argument that the reference to Kyle et al. fails to show certain 
features of Applicant's invention (i.e., that the compounds are L-proline derivatives and not D-proline 
derivatives), it is noted that this feature upon which Applicant relies (i.e., L- versus D-configuration) is 
not recited in the rejected claim. Furthermore, even if the specification did specify thai the presently 
claimed compounds were in an L-configuration and not a D-configuration. it is noted that, although the 
claims are interpreted in light of the specification, limitations from the specification are not read into the 
claims. Please reference In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). 

Moreover, even if Applicant had specifically claimed the L-proline configuration (which is not 
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conceded by the Examiner), the compounds disclosed in Kyle et al. would still anticipate the presently 
claimed compounds, despite the fact that Kyle et al. refers to the structure as being in a D-configuration 
because Kyle et al. explicitly teaches both the cis- and trans- isomers of the same molecule with identical 
atom connectivity and clearly provides for circumstances wherein the -XR moiety and the -COOH 
moiety are either in the same reference plane (i.e., cis) or in opposing planes (i.e., trans). In other words, 
despite the fact that Kyle et al. may refer to this configuration as a "D" configuration, where Applicant 
alleges that it is, in fact, an L-configuration, the very teaching of a compound identical to that claimed in 
atoms, atom connectivity, and spatial arrangement of the atoms, clearly supports the conclusion of 
anticipation because Kyle et al. provides for each and every element of the claimed compounds. 

For these reasons, and those previously made of record at page 6 of the previous Office Action 
dated February 26, 2007, rejection of claims 14, 1 7 and 26 is proper and is maintained . 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1 1-12, 14, 17 and 26 are rejected under 35 U.S.C. 103(a) as being unpatentable over Kyle 
et al. (U.S. Patent No. 5,385,889; 1995), already of record, for the reasons of record set forth at pages 6-8 
of the previous Office Action dated February 26, 2007. of which said reasons are herein incorporated by 
reference, in light of newly cited IUPAC Compendium of Chemical Terminology ("Cis-Trans Isomers", 
1 997), cited to show a fact. 

Present claims 17 and 26 are properly included in the present rejection because Kyle el al. teaches 
the preparation of an intermediate chemical entity and its use to prepare a bradykinin antagonist peptide, 



Application/Control Number: 1 0/698,354 Page 7 

Art Unit: 1614 




which has the following chemical formula (col. 6, 1.34-44 and col. 20, 1.35-61): , wherein 

R is an aryl group, a substituted aryl group or an araalkyl group, X is oxygen (col. 20. 1.49-52) and R2 and 
R3 are each hydrogen (col. 20, 1.56-69). Kyle et al. defines "aryl" groups as benzene, phenyl or naphthyl 
and "substituted aryl" groups as a substituted aromatic ring with nitro substitution or halogen substitution 
(col. 20, l.66-col.21, 1.2). In view of such a teaching, Kyle et al. clearly provides for compounds wherein 
the substituted aryl group is a phenyl group substituted, at any available position, with a halogen. The 
very teaching of a "halogen" would have placed the use of any known halogen (including chlorine as 
presently claimed) well within the possession of the public due to the extremely limited size of the genus 
(i.e., a genus of only four members: fluorine, chlorine, bromine, iodine). 

Response to Applicant 's Arguments 

Applicant traverses the instant rejection, stating that the compounds presently claimed are cis-L- 
proline derivatives and the compounds of the cited '889 patent to Kyle et al. are proline derivatives with a 
D-configuration, not an L-configuration as presently claimed. Applicant further submits that Kyle fails to 
provide any hint or suggestion that proline derivatives with a D-configuration would themselves have 
therapeutic utility, let alone that derivatives with the L-configuration would demonstrate activity as alpha- 
2-delta ligands. Applicant alleges that biological activity of compounds may be radically altered by 
optical isomerism such that compounds that are active in the L-configuration are frequently inactive in the 
D-configuration, such as with amino acids. Applicant further alleges that the ; 889 patent fails to leach 
how to make the compounds instantly cla'imed and that the closest compound taught in this reference is an 
intermediate, not a final product, and in an optical form that one of skill in the art would "believe likely to 
be biologically inactive" (Applicant's remarks, p. 1 2). 
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Applicant's traversal has been fully and carefully considered in its entirety, but fails to be 
persuasive. 

First, Applicant's attention is directed to column 20, lines 39-40, of Kyle et al. which expressly 
teaches that the intermediate compound is in the D-configuration, either the eft- or irons- structure. 

t\ 

wherein the (ram- structure has the formula (i.e., the -XR moiety and the -COOH 

moiety are found in different planes as evidenced by the wedge bond connecting the -XR moiety to the 
pyrrolidine ring and the hashed bond connecting the -COOH moiety to the pyrrolidine ring). 

Though Kyle et al. does not provide a structural depiction of the eft-structure, one of skill in the 
art at the time of the invention would have recognized that such a structure would have been identical to 
that provided supra, but for the fact that the carboxylic acid moiety at the 2-position of the pyrrolidine 
ring would have been found in the same plane as the -XR moiety at the 4-position of the pyrrolidine ring 
(i.e., both the -XR moiety and the -COOH moiety would be connected to the pyrrolidine ring via a 
wedge bond). Such a conclusion is supported by the IUPAC Compendium of Chemical Terminology, 
which teaches that, for cft-isomers, the atoms are on the same side (i.e., in the same plane of reference) 
whereas /ra/7,v-isomers have the atoms are on opposite sides (i.e., not in the same plane of reference). 

Accordingly, Kyle et al. does, in fact, clearly provide for compounds with a stereochemical 
configuration identical to that presently c laimed by its very teaching of the eft-con figuration of the 
intermediate compound. Despite the fact that the reference does not provide a structural depiction of the 
cft-isomer, one of ordinary skill in the art would have readily recognized that the cft-isomer would have 
the same atom connectivity as the /nmv-isomer, but for the fact that the -XR moiety and the -COOH 
moiety would be oriented in the same direction (i.e., in the same reference plane), as opposed to the trans- 
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isomer, where the -XR moiety and the -COOH moiety would be oriented in opposing directions (i.e., in 
different reference planes). 

Though Applicant alleges that the compounds of Kyle et al. and those of the present claims 
further differ on the grounds that the presently claimed compounds are in an L-proline configuration and 
the compounds of Kyle et al. are in a D-proline configuration, it is noted that neither Applicant's claims, 
nor the instant specification, specify that the compounds are L-proline derivatives and not D-proline 
derivatives. In other words, Applicant's argument that the reference to Kyle et al. fails to show certain 
features of Applicant's invention (i.e., that the compounds are L-proline derivatives and not D-proline 
derivatives), it is noted that this feature upon which Applicant relies (i.e., L- versus D-configuration) is 
not recited in the rejected claim. Furthermore, even if the specification did specify that the presently 
claimed compounds were in an L-conflguration and not a D-configuration, it is noted that, although the 
claims are interpreted in light of the specification, limitations from the specification are not read into the 
claims. Please reference In re Van Geum\ 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). 

Moreover, even if Applicant had specifically claimed the L-proline configuration (which is not 
conceded by the Examiner), the compounds disclosed in Kyle et al. would still render the presently 
claimed compounds obvious, despite the fact that Kyle et al. refers to the structure as being in a D- 
configuration because Kyle et al. explicitly teaches both the cis- and trans- isomers of the same molecule 
with identical atom connectivity and clearly provides for circumstances wherein the -XR moiety and the 
-COOH moiety are either in the same reference plane (i.e., cis) or in opposing planes (i.e., trans). In 
other words, despite the fact that Kyle et al. may refer to this same configuration as a "D ?? configuration, 
where Applicant alleges that it is, in fact, an L-c-onfiguration, the very teaching of a compound identical to 
that claimed in atoms, atom connectivity, and spatial arrangement of the atoms, clearly supports the 
conclusion of obviousness because Kyle et al. provides for each and every element of the claimed 
compounds. 
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Second, contrary to Applicant's assertions that Kyle et al. fails to leach that the disclosed 
intermediate product has a therapeutic utility, the reference does, in fact, disclose that this isolated 
intermediate compound may be used in the preparation of a final bradykinin antagonist peptide product. 
In other words, the very teaching that the disclosed intermediate product may be further reacted to form a 
bradykinin antagonist peptide amounts to a clear therapeutic utility to create the final bradykinin 
antagonist peptide. 

Furthermore, regardless of the fact that Kyle et al. may disclosed the compounds of the formula 
identified supra as intermediate products, it remains that such compounds are both structurally identical 
and stereochemically identical (i.e., via the teaching of both cis- and trans- isomers) to those that 
Applicant has presently claimed within generic formula (la). Accordingly, the fact that Kyle et al. does 
not disclose them as having the alpha-2-delta ligand activity as Applicant has discovered in immaterial to 
the fact that Kyle et al. has expressly isolated and identified compounds of the identical chemical 
structure and stereochemical configuration as those presently claimed (see, e.g., present claim 14). 
Products of identical chemical composition cannot have mutually exclusive properties, so whatever alpha- 
2-delta ligand activity Applicant has presently attributed to the claimed compounds is necessarily present 
in the compounds expressly isolated and disclosed by Kyle et al., whether recognized by the patentee or 
not. Please reference MPEP §2112. In addition, the fact that Applicant's utility may differ from the 
utility disclosed in Kyle et al. is immaterial to the fact that the reference discloses (I) compounds of the 
exact and identical chemical (and stereochemical) structure to those presently claimed and (2) a specific 
and substantial utility for such compounds. In view of such disclosure, Kyle et al. clearly supports the 
obviousness of the presently claimed invention, absent factual evidence to the contrary. 

Third, Applicant's allegation that the "biological activity [of compounds] may be radically altered 
by optical isomerism, and that compounds that are active in the fl L' configuration are frequently inactive 
in the 'D' configuration, as in, for example, amino acids" (Applicant's remarks, p. 1 2- 13) is not a point 
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well taken. Initially, it is noted that, in accordance with the reasoning set forth in In re Ac/amson and 
Ditffin, 125 USPQ 233, one of skill in the art expects that individual stereoisomers will differ in 
physiological/pharmacological activity and toxicity, because living systems are chiral and thus 
preferentially process certain stereochemical configurations over others (emphasis added). Please 
reference page 234, para. 3 and page 235, para. 5. In view of such a teaching. Applicant's allegation that 
optical isomers will differ in activity is not necessarily disputed. However, Applicant allegation that 
compounds active in the C L' configuration "are frequently inactive in the 'D 1 configuration" is 
unsupported by any evidence in support of this assertion. Accordingly, such a statement amounts to no 
more than an allegation without factual support that optical D-isomers are inactive as compared to the 
optical L-isomer. Please see, e.g., MPEP §7l6.0l(c)[R-2|(II), which states, 'The arguments of counsel 
cannot take the place of evidence in the record. In re Sclwlze, 346 F.2d 600, 602, 145 USPQ 716. 718, 
(CCPA 1965)." 

Here, even if Applicant had supported such an allegation with factual support, it is again noted 
that Kyle et al. explicitly teaches both the civ- and trans- isomers of the same molecule as presently 
claimed with identical atom connectivity and clearly provides for circumstances wherein the -XR moiety 
and the -COOH moiety are either in the same reference plane (i.e., civ) or in opposing planes (i.e., trans). 
In other words, despite the fact that Kyle et al. may refer to this same configuration as a ' D' 
configuration, the very teaching of a compound identical to that claimed in atoms, atom connectivity, and 
spatial arrangement of the atoms (i.e., stereochemical configuration) clearly supports the conclusion that 
the compounds as taught by Kyle et al. are not, in fact, different from those presently claimed. As a 
result, whatever differences Applicant alleges would result from the different optical isomers are moot in 
view of the fact that the compounds taught by Kyle et al. are stereochemically identical to those presently 
claimed and, thus, would not be expected to result in differences in biological activity. 

Fourth, Applicant's allegation that Kyle et al. fails to teach how to make the compounds instantly 
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claimed is, in fact, in error, since Kyle et al. expressly discloses representative synthetic schema for 
preparing the proline derivative residues located at position-7 of the final bradykinin peptide product. 
Please reference Kyle et al. at col. 22, 1. 1 5-col.23, 1.29. 

Fifth, Applicant attempts to demonstrate patentable distinction of the instantly claimed 
compounds over those in Kyle et al. by arguing that the compound disclosed in Kyle et al. is an 
intermediate and not a final product. However, the relevance of such arguments is unclear. Though Kyle 
et al. does disclose the proline derivative compound as an intermediate, such a teaching does not negate 
the fact that Kyle et al. expressly prepared, isolated, further employed and very. clearly contemplated such 
compounds of an identical structure and stereochemical configuration to those presently claimed. As a 
result, the intermediate nature of the compounds, in the sense that they are the used to prepare a different 
final product (in this case, a bradykinin antagonist peptide product), fails to detract from the overall 
teaching of the compounds per sc. In view of the fact that the compounds of Kyle el al. have a clear, 
specific and substantial utility, Applicant's arguments that the teaching of such compounds as 
intermediate compounds is insufficient to support a finding of obviousness is clearly not persuasive. 

Lastly, Applicant asserts that the compounds of Kyle et al. are in an optical form that one of skill 
in the art would "believe likely to be biologically inactive' 5 (Applicant's remarks, p. 1 2). This is not 
persuasive. As discussed supra, the compounds of Kyle et al. are, in fact, both structurally and 
stereochemically identical to those presently claimed. In view of the fact that Applicant fails to claim (or 
even disclose in the accompanying specification) a particular optical isomeric configuration (either L- or 
D-), Applicant's attempt to patentably distinguish the instantly claimed compounds over that of Kyle et 
al. by asserting a different optical isomeric configuration than that claimed is clearly not persuasive 
because the claims fail to recite such a limitation. 

Moreover, even if Applicant had claimed a particular optical isomer (i.e., the "L" isomer as 
Applicant alleges), the teaching of a D-configuration in Kyle et al. would have reasonably suggested the 
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"L" isomer as well, since one of ordinary skill in the art would have readily recognized the existence of 
one or more chiral carbons within the compound itself which would, thus, be suggestive of more than 
one optical isomer. In view of this recognition, the skilled artisan would also have appreciated a potential 
difference in biological activity between the "D 5 ' and ;; L' ? isomers, such that one may be considered 
slightly more active than the other (see In re Adamson and Duffin as cited above). However, the fact that 
Applicant may "believe" that a "D" configuration is biologically inactive compared to an ;! L" 
configuration (and, according to Applicant, would not suggest use of the "L" isomer) is Applicant's own 
personal opinion and is unsupported by any teaching or evidence in the art. Accordingly, as held in In re 
Schulze, the arguments of counsel (or, in this case, the opinions of counsel) are insufficient to take the 
place of evidence in the record and are properly found unpersuasive. 

For these reasons, and those set forth at pages 6-8 of the previous Office Action dated February 
26, 2007, rejection of claims 11-12 and 14 remains proper and is maintained . 

Conclusion 

Rejection of claims 11-12, 14, 17 and 26 is proper and is maintained . 
Claim 13 is objected to for depending upon a rejected base claim. 

Claims 15- 16 and 18-25 remain withdrawn from consideration pursuant to 37 C.F.R. 1.142(b). 
No claims of the present application are allowed. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Leslie A. Royds whose telephone number is (57l)-272'-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor. Ardin 
H. Marschel can be reached on (57 1 )-272-07 1 8. The fax phone number for the organization where this 
application or proceeding is assigned is 57 1 -273-8300. 
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Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, sec hrtp://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
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